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In females, the frequencies of patients with ALT and Jor AST >3xULN, and
CPK>3xULN, were none in the placebo group and 0.7%-1.3% in the
ezetimibe 10 mg group, statin group, and ezetimibe 10 mg+statin group.

In males, the frequencies of patients with ALT and/or AST>3xULN were
none in the placebo group, 0.5%-0.9% in the ezetimibe 10 mg group and
statin group, and 3.8% in the ezetimibe 10 mg+statin group These
laboratory test results for liver function were similar to the AE results for the
Liver And Biliary System, discussed above. In patients freated with
ezetimibe+statin, the frequency of patients with ALT and/or AST >3xULN
was higher in males compared to females.

In males, the frequencies of patients with CPK>3xULN were 2.7% in the
placebo group and 3.0-5.4% in the ezetfimibe 10 mg, statin, and ezetimibe
10 mg+statin groups. In all freatment groups, the frequencies of patients
with CPK>3xULN were higher in males compared to females, and highest
in Black males. In Black males with CPK >3xULN, the values were in the
range of 3xULN to <5xULN for 7 patients, 5xULN fo <10xULN for 3 patients,
and >10xULN for 1 patient. These results appear to represent real
differences between the sexes and racial groups.

7.1.2.1.2.2 Age

AEs of Any Intensity. The frequencies of patients with AEs of any intensity,
by age, were as follows: : /

Age Placebo Ezetimibe 10 mg Statin Ezetimibe 10 mg+statin

<65 Years 120/183 (65.6%) 132/198 (66.7%) 451/676 (66.7%) 416/656 (63.4%)
>65Years 46/ 76 (60.5%) 45/ 64 (70.3%)  155/260 (59.6%) 177/269 (65.8%)
<75Years 154/241 (63.9%) 164/248 (66.1%)  570/879 (64.8%) 547/859 (63.7%)
>75Years 12/ 18 (66.7%) 13/ 14 (92.9%) 36/ 57 (632%) 46/ 66 (69.7%)

In patients < 65 & <75 years of age, respectively, the frequencies of
patients with AEs of any intensity were 1.1% & 2.2% higher in the ezetimibe
10 mg group compared to the placebo group, and 1.1% & 3.3% lower in
the ezetimibe 10 mg+statin group compared to the statin group.

In patients >65 & >75 years of age, respectively, the frequencies of
patients with AEs of any intensity were 9.8% & 26.2% higher in the

ezetimibe 10 mg group compared to the placebo group, and 6.2% & 6.5%
higher in the ezetimibe 10 mg+statin group compared to the statin group.
The results for the ezetimibe 10 mg group compared to the placebo
group are discussed in Section 7.1.2.1.1.2 above. Regarding the results for
the ezetimibe 10 mg+statin group compared to the statin group the
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frequencies of patients with myalgia, in patients >65 & >75 years of age,
respectively, were 4.6% & 3.5% and in the statin group and 7.4% & 7.6% in
the ezetimibe+statin group. These findings are difficult fo interpret,
because the frequencies of patients with CPK >3xULN were not increased
in the ezetimibe 10 mg+statin group compared to the statin group (see
below).

ALT, AST, And CPK. The frequencies of patients with postbaseline ALT
and/or AST>3xULN and CPK >3xULN, by age, as were follows:

Age Placebo Ezetimibe 10 mg Statin Ezetimibe 10 mg+statin

—-ALT &/or AST>3xULN
<65 Years  0/182 2/196 (1.0%) 6/670 (0.9%) 19/652 {2.9%)
>65Years 0/ 73 0/ 63 3/259 (1.2%) 0/265
<75Years  0/237 2/246 (0.8%) 8/872 (0.9%) 19/852 (2.2%)
>75Years 0/ 18 0/13 1/ 57 (1.8%) 0/65

CPK >3xULN :

<65 Years  3/182(1.6%) 5/196 (2.6%) 21/670 (3.1%) 14/652 (2.1%)
>65Years 0/ 73 1/ 63 (1.6%) 4/259 (1.5%) 1/265 (0.4%)
<75Years  3/237 (1.3%) 5/246 (2.0%) 24/872 (2.8%) 15/852 (1.8%)
>75Years 0/18 1/ 13 (7.7%) 1/ 57 (1.8%) 0/65

In patients <65 & <75 years of age, respectively, the frequencies of
patients with ALT and/or AST >3xULN were none in the placebo group,
0.8%-1.0% in the ezetimibe 10 mg group and statin group, and 2.2%-2.9% in
the ezetimibe 10 mg+statin group. In patients >65. & >75 years of age,
respectively, the frequencies of patients with ALT and/or AST >3xULN were
none in the placebo group or ezetimibe 10 mg group, 1.2%-1.8% in the
statin group, and none in the ezetimibe 10 mg+statin group. Ezetimibe
increased the frequency of patients with ALT and/or AST >3xULN, in
patients <65 & <75 years of age, but not in older patients.

In patients <65 & <75 years of age, respectively, the frequencies of
patients with CPK >3xULN were 1.3%-1.6% in the placebo group and
1.8%-3.1% in the ezetimibe 10 mg group, statin group, and ezetimibe 10
mg-+statin group. In patients >65 & >75 years of age, respectively, the
frequencies of patients with CPK >3xULN were none in the placebo group,
1.6%-7.7% (1 case) in the ezetimibe 10 mg group, 1.5%-1.8% in the statin
group, and 0%-0.4% in the ezetimibe 10 mg+statin group. The frequency of
patients with CPK>3xULN was lower, and increased less in patients treated
with ezetimibe, in patients >65 & >75 years of age compared to patients
<65 & <75 years of age, respectively.
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7.1.2.1.2.3 Race

AEs of Any Intensity. The frequencies of patients with AEs of any intensity,
by race, were as follows:

Race Placebo Ezetimibe 10 mg  Siatin Ezetimibe 10 mg+statin
Caucasian  146/227 (64.3%) 160/235 (68.1%) 526/814 (64.6%)  532/813 (65.4%)
non-Cauc. 20/ 32 (62.5%) 17/ 27 {63.0%) 80/122 (65.6%) 61/112 (54.5%)

In Caucasian patients, the frequency of patients with AEs of any intensity
was 3.8% higher in the ezetimibe 10 mg group compared to the placebo
group and 0.9% higher in the ezetimibe 10 mg+statin group compared to
the statin group. The higher frequency in the ezetimibe 10 mg group
compared o the placebo group was not concentrated in individual AEs,
and the frequencies of patients with AEs of any intensity in the statin and
ezetimibe 10 mg+statin groups were similar by individual AE.

In non-Caucasian patients, the frequency of patients with AEs of any
intensity was 0.5% higher in the ezetimibe 10 mg group compared to the
placebo group, and the frequencies of patients with individual AEs were
similar in the 2 treatment groups. The frequency of patients with AEs of any
intensity was 11.1% lower in the ezetimibe 10 mg+statin group compared
to the statin group, and this lower frequency was not concentrated in
individual AEs. To the contrary, in the ezetimibe 10 mg+statin group
compared to the placebo group, there were higher frequencies of
patients with AEs in the Liver and Biliary System. In the ezetimibe

10 mg+statin group, these frequencies were 4.5% for GGT increased, 5.4%
for SGOT (AST) increased, and 7.1% for SGPT (ALT) increased, whereas, in
the statin group, these frequencies were 0.8% for GGT increased, 0.8% for
SGOT (AST) increased, and 1.6% for SGPT (ALT) increased.

ALT, AST, And CPK. The frequencies of patients with postbaseline ALT
and/or AST>3xULN and CPK >3xULN, by race, as were follows:

Race Placebo Ezetimibe 10 mg " Statin Ezetimibe 10 mg+statin
- ALT &/or AST>3xULN
Caucasian 0/223 2/233 (0.9%) 6/808 (0.7%) 16/806 {2.0%)
non-Cauc. 0/ 32 0/ 26 3/121 (2.5%) 3/111 (2.7%)
CPK >3xULN

Caucasian 2/223 (0.9%) 4/233 (V.7%) 17/808 ( 2.1%) 10/806 (1.2%)
non-Cauc. 1/ 32{3.1%) 2/ 26 (7.7%) 8/121 { 6.6%) 5/111 (4.5%)

Black male 1/ 7(14.3%) 2/ 4(50.0%) 5/ 23 (21.7%) 3/ 16 (18.8%)

All other 0/ 25 0/ 22 3/ 98{ 3.1%) 2/ 95(21%)

In Caucasian and non-Caucasian patients, the frequencies of patients
with ALT and/or AST >3xULN were none in the placebo group 0%-0.9% in
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the ezetimibe 10 mg group. 0.7-2.5% in the statin group, and 2.0-2.7% in
the ezetimibe 10 mg+statin group.

In Caucasian patients, the frequencies of patients with CPK >3xULN were
0.9% in the placebo group and -1.2%-2.1 % in the ezetimibe 10 mg group,
statin group, and ezetimibe 10 mg+statin group. in non-Caucasian
patients, these frequencies were 3.1% in the placebo group and
4.5%-7.7% in the ezetimibe 10 mg group, statin group, and ezetimibe

10 mg+statin group. The higher frequencies in non-Caucasian patients
were |largely due to higher frequencies in Black males (see Section
7.1.2.1.2).

7.1.2.2 Homozygous Familial Hypercholesterolemia

In the RCT for Homozygous Familial Hypercholesterolemia, there were

17 patients in the statin 80 mg group and 33 patients in the ezetimibe

10 mg+statin 40/80 mg group. For these patients, AEs of any intensity and
laboratory test results for postbaseline ALT, AST, and CPK were siratified by
sex (female versus male), age (<18 versus >18 years of age), and race
(Caucasian versus non-Caucasian). There were no obvious differences in
the relationship between treatment group and the risk of AEs or ALT, AST,
or CPK increases, between the sex, age, and racial groups.

7.2 Interactions Of Ezetimibe With Hepatic And Renal Dysfunction

. /l
In the Phase 2/3 RCTs, no safety résults were reported as indicating an
adverse interaction between ezetimibe and hepatic dysfunction, renal
dysfunction, or other disorders.

The pharmacokinetics of ezetimibe were studied in Clinical Pharmacology
studies of patients with hepatic dysfunction and renal dysfunction. The
results are briefly summarized below. For more information, see

Biopharmaceutics review.

7.2.1 Hepatic Dysfunction

In the first study, ezetimibe 10 mg in single doses was given to 8 patients
with normal hepatic function and 12 patients with varying degrees of
hepatic dysfunction. These patients were 18 males and 2 females,

39-64 years of age. There was a direct comrrelation between the extent of
hepatic dysfunction and ezetimibe bioavailability. For example, the AUC
for total ezetimibe was 216 ng hr/mL in normal patients, 1543 ng hr/mL in
patients with mild hepatic dysfunction, 3001 ng hr/mL in patients with
moderate hepatic dysfunction, and 3682 ng hr/mL in patients with severe
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hepatic dysfunction. This result was considered unusual because
ezetimibe is metabolized mainly by intestinal glucuronidation, and
increases in drug bioavailability associated with hepatic dysfunction have
generally been reported for drugs that are metabolized mainly by hepatic
cytochrome P450 enzymes.

In the second study, ezetimibe 10 mg was given for 14 days was given to
11 patients with normal hepatic function and 11 patients with moderate
hepatic dysfunction. These patients were 10 males and 12 females,

40-63 years of age. The results on Day 1 were similar to the results of the
single-dose study, described above. Comparing Day 14 to Day 1,
bioavailability increased in both the healthy patients and the patients with
moderate hepatic dysfunction. For example, the area under the curve
(AUC) for total ezetimibe increased from 529 ng hr/mL to 853 ng hr/mL in
the healthy patients and from 2287 ng hr/mL to 3089 ng hr/mL in the
patients with moderate hepatic dysfunction.

7.2.2 Renal Dysfunction

Ezetimibe 10 mg in single doses was given to 9 healthy patients and

8 patients with severe chronic renal insufficiency. These patients were
14 males and 4 females, 31-68 years of age. AUC for total ezetimibe was
894 ng hr/mL in the healthy patients and 1317 ng hr/mL in the patients
with severe chronic renal insufficiency, and the increase in AUC was
associated with an increase in Ti2. These results were considered as not
being clinically significant. '

7.3 Concomitant Medications

No adverse events or other safety findings in the Phase 2/3 RCTs were
attributed to interaction between ezetimibe and other medication.
However, these RCTs were not specifically designed to evaluate such
interactions.

Pharmacokinetic and pharmacodynamic interactions between ezetimibe
and other medications were evaluated in Clinical Pharmacology studies.
The results are briefly summarized below. Terms such as “did not inhibit or
induce,” “did not alter,” and “increased” or “decreased” are used to
describe findings that appeared large enough to be clinically meaningful.
For more information, see Biopharmaceutics review.
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7.3.1 Effects Of Ezetimibe On Drug-metabolizing Enzymes

Ezetimibe did not inhibit or induce Cytochrome P1A2, P2C8/9, P2D6,
P3A4, or N-acetyltransferase enzymes, in an 8-day study of ezetimibe
~ mg. given to 12 males 22-43 years of age.

7.3.2 Effects Of Ezetimibe On Oral Contraceptives

Ezetimibe did not alter the pharmacokinetics of ethinyl estradiol or
norgestrel, in a 7-day study of ezetimibe 10 mg on days 8-14 of a

21 day oral contraceptive cycle, given to 18 females 25-35 years of
age who were taking an oral contraceptive containing these steroids.

7.3.3 Eftects Of Ezetimibe on warfarin, digoxin, and glipizide

Ezetimibe did not alter the pharmacokinetics or pharmacodynamics
(prothrombin time) of warfarin, in an 11-day study of ezetimibe 10 mg
for 11 days and a single dose of warfarin 25 mg on day 7, given to

15 males 20-44 years of age.

Ezetimibe did not alter the pharmacokinetics or pharmacodynamics
(heart rate and PR, QT, and QTc Intervais) of digoxin, in a 10-day study
of digoxin 0.5 mg on days 1 and 10, and ezetimibe 10 mg on days 3-10,
given to 12 males 25-40 years of age.

Ezetimibe did not alter the pharmacokinetics or pharmacodynamics
(glucose-lowering) of glipizide, in a 9-day study of glipizide 10 mg on
days 1 and 9, and ezetimibe 10 mg on days 2-2, given to 12 males
18-36 years of age.

7.3.4 Effects Of Cimetidine And Antacid On Ezetimibe

Cimetidine increased the totfal ezetimibe Cmax by 22%, with no increase
in total ezetimibe AUC, in a 7-day study of ezetimibe 10 mg and
ezetimibe 10 mg+cimetidine 800 mg (400 mg/ 12 hours), given to

6 males and 7 females 18-44 years of age.

An antacid containing magnesium hydroxide (AIOH) 6 g/100 ml and
aluminum hydroxide (MgOH) 9 g/100 ml decreased the total ezetimibe
Cmax by 30% with no decrease in total ezetimibe AUC, in a single-dose
study of ezetimibe 10 mg and antacid 20 ml, given to 8 males and

4 females 19-31 years of age. ‘
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7.3.5 Effects Of Ezetimibe Coadministration With Cholestyramine And
Cholestyramine+Simvastatin

¢ Cholestyramine decreased the total ezetimibe AUC by 55%, with no
decrease in fotal ezetimibe Cmax, and the addition of simvastatin did
not further decrease total ezetimibe AUC, in a 14-day study of
placebo, ezetimibe 10 mg, cholestyramine 8 grams(g) (4 g/12 hours),
ezetimibe 10 mg+cholestyramine 8 grams (4 g/12 hours), and
ezetimibe 10 mg+cholestyramine 8 grams (4 g/12 hours)+simvastatin
20 mg, given to 25 males and 13 females 19-48 years of age. The
coadministration of cholestyramine and ezetimibe reduced LDL-C
more than ezetimibe or placebo, and the addition of simvastatin
further reduced LDL-C.

7.3.6 Effects Of Ezetimibe Coadministration With Gemfibrozil And
Fenofibrate

o  Gemfibrozil increased the total ezetimibe AUC by é68%, and increased
total ezetimibe Cmox by 80%, whereas ezetimibe did not alter the
pharmacokinetics of gemfibrozil, in a 7-day study of ezetimibe 10 mg,
gemfibrozil 1200 mg (600 mg/12 hours), and ezetimibe
10 mg+gemfibrozil 1200 mg (600 mg/12 hours), given to 12 males
25-45 years of age.

¢ Fenofibrate increased the total ezetimibe AUC by 36%., and increased
total ezetimibe Cmax bY 63%, whereas ezetimibe did not alter the
pharmacokinetics of fenofibrate, in a 14-day study of placebo,
ezetimibe 10 mg, fenofibrate 200 mg, and ezetimibe
10 mg+fenofibrate 200 mg, given to 25 males and 8 females
25-53 years of age. The coadministration of fenofibrate and
ezetimibe reduced LDL-C more than either drug alone.

7.3.7 Effects Of Ezetimibe Coadministration With Lovastatin, Pravastatin,
Simvastatin, Atorvastatin, Cervistatin, and Fluvastatin

The coadministration of ezetimibe and lovastatin did not alter the
pharmacokinetics of either drug, in a 7-day study of ezetimibe 10 mg,
lovastatin 20 mg, and ezetimibe 10 mg+lovastatin 20 mg, given to

14 males and 5 females 18-41 years of age.

The coadministration of ezetimibe and lovastatin did not alter the
pharmacokinetics of lovastatin, in a 14-day study of placebo,
lovastatin 20 mg, ezetimibe -mg+ovastatin 20 mg, ezetimibe
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10 mg+lovastatin 20 mg, ezetimibe ~ mg+lovastatin 20 mg. and
ezetimibe 10 mg+ovastatin 40 mg, given 1o 48 males 24-50 years of age.
The coadministration reduced LDL-C more than either drug alone.

The coadministration of ezetimibe and pravastatin did not alter the
pharmacokinetics of either drug, in a 14-day study of placebo, ezetimibe
10 mg, pravastatin 20 mg, and ezetimibe 10 mg+pravastatin 20 mg, given
to 30 males and 3 females 19-51 years of age.

The coadministration of ezetimibe and simvastatin did not alter the
pharmacokinetics of simvastatin, in a 14-day study of placebo, simvastatin
10 mg, ezetimibe — mg+simvastatin 10 mg, ezetimibe - mg+simvastatin
10 mg, and ezetimibe 10 mg+simvastatin 10 mg, given to 58 males

20-50 years of age. The coadministration reduced LDL-C in direct relation
to the ezetimibe dose. ‘

The coadministration of ezetimibe and simvastatin reduced LDL-C more
that either drug alone, in a 14 day study of ezetimibe 10 mg, simvastatin
20 mg and ezetimibe 10 mg+simvastatin 20 mg. given fo 24 males

22-49 years of age.

The coadministration of ezetimibe and atorvastatin did not alter the
pharmacokinetics of either drug, in a 14-day study of placebo, ezetimibe
10 mg, atorvastatin 10 mg, and ezetimibe 10 mg+atorvastatin 10 mg,
given to 28 males and 4 females 20-50 years of age. Thé coadministration
reduced LDL-C more than either drug alone.

The coadministration of ezetimibe and cervistatin did not alter the
pharmacokinetics of either drug, in a 14-day study of placebo, ezetimibe
10 mg, cerivastatin 0.3 mg, and ezetimibe 10 mg+cerivastatin 0.3 mg.
given to 31 males and 1 female 22-51 years of age. The coadministration
reduced LDL-C more than either drug alone.

The coadministration of ezetimibe and fluvastatin did not alter the
pharmacokinetics of either drug, in a 14-day study of placebo, ezetimibe
10 mg, fluvastatin 20 mg, and ezetimibe 10 mg+fluvastatin 20 mg, given to
30 males and 2 females 22-50 years of age. The coadministration reduced
LDL-C more than either drug alone.

8. CLINICAL INFORMATION FROM SOURCES OTHER THAN CLINICAL STUDIES

Ezetimibe has not been approved in any market. No clinical data are
available except from clinical studies.
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9. NON-CLINICAL INFORMATION
See chemistry, biopharmaceutics, and pharmacology reviews.

The main findings from animal toxicology studies that appear relevant to
the clinical use of ezetimibe were in rats and dogs. In studies of ezetimibe
monotherapy. there was heart and lymph node foxicity in both species,
and kidney and bone marrow toxicity in rates, at >10x human exposure.
In studies of ezetimibe coadministered with a statin, the main findings in
rats were liver, skeletal muscle, and stomach toxicity; there was also
spleen, heart, and prostate toxicity in individual studies. The main finding in
dogs was liver toxicity; there was also testes, heart, and lung toxicity in
individual studies. For methodologic reasons, a no-adverse-effect-level
was difficult to establish in the coadministration studies. These animal
toxicology findings were reviewed in the randomized clinical trial data.

10. PHARMACOLOGIC PROPERTIES OTHER THAN LIPID-LOWERING

No pharmacologic properties of ezetimibe have been reported other
than lipid-lowering.

11. ABUSE AND OVERDOSE POTENTIAL

No withdrawal effects have been reported after stopping ezetimibe, and
no overdose potential has been identified. - /

12. SAFETY UPDATES
12.1 4-Month Safety Update

The NDA was submitted on 27 December 2001, and the cutoff dates for
inclusion of data were 31 July 2001 for completed studies, 15 July 2001 for
ongoing studies with detailed analyses, and 15 August 2001 for ongoing
studies with limited data. The 4-month Safety Update was submitted on
24 April 2002, and the cutoff date for inclusion of data was 30 November
2001.

12.1.1 Content

The 4-month Safety Update presented: (1) safety data from 2 14-week
RCTs that were completed after the NDA cutoff date; (2) updated safety
data from the ongoing UESs that are discussed in Section 5 above. In
these UESs, the median Duration of Participation for all ezetimibe
increased from 8.8 months in the NDA to 11.6 months in the 4-month
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Safety update, and the median Duration of Participation for ezetimibe
coadministered with a statin increased from increased from 5.6 in the
NDA to 8.9 months in the Safety Update; (3) limited safety data from

8 other clinical studies that were ongoing as of the Safety Update cutoff
date. Of these 8 other studies, 7 were discussed Under Ongoing Studies in
Sections 4.5 and 5.3 above, and the remaining study was a UES for the
Homozygous Sitosterolemia RCT.

12.1.2 The 14-week Randomized Clinical Trials (RCTs)

Enroliment and Randomization. The 2 14-week RCTs both enrolled patients
with Primary Hypercholesterolemia who had known coronary heart
disease or at least 2 cardiovascular risk factors, and patients with
Heterozygous Familial Hypercholesterolemia.

During the run-in phase, patients were treated with open-label
atorvastatin 10 mg (Study 1) or simvastatin 20 mg (Study 2 ), for at least

4 weeks. Patients who responded to the open-label statin with LDL-C <130
mg/dL were considered to be “filtered out.” Patients with mean LDL-C
>130 mg/dL and mean triglycerides <350 mg/dL during the run-in were
continued on the open-label statin and randomized to: (1) add blinded
statin to double the total dose (i.e., add blinded atorvastatin 10 mg or
simvastatin 20 mg), or {2) add blinded ezetimibe 10 mg.

In Study 1, patients were randomized by a 1:1 ratio to a total aforvastatin
dose of 20 mg or to ezetimibe 10 mg+atorvastatin 10 mg, and in Study 2,
patients were randomized by a 1:2 ratio to a fotal simvastatin dose of

40 mg or to ezetimibe 10 mg+simvastatin 20 mg. Following randomization,
there were 316 patients in the atorvastatin 20 mg group and 305 patients
in the ezetimibe 10 mg+atorvastatin 10 mg group (Study 1); there were
34 patients in the simvastatin 20 mg group and 66 patients in the -
ezetimibe 10 mg+simvastatin 10 mg group (Study 2). Thus, there were
350 patients in the atorvastatin 20 mg or simvastatin 40 mg group and
371 patients in the ezetimibe 10 mg+atorvastatin 10 mg or simvastatin

20 mg group. This comprised the “Filter Coadministration Pool.”

The term “statin” is used below to mean “atorvastatin 20 mg or simvastatin
40 mg"” and “ezetimibe 10 mg+statin” is used to mean “ezetimibe
10 mg+atorvastatin 10 mg or simvastatin 20 mg.”

Demographics And Other Baseline Characteristics. Of the 721 patients,
89.0% Caucasian and 53.0% male. The median age was 54 years and the
range 18-82 years. The freatment groups were generally well-balanced for
these and other baseline variables.
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Patient Disposition. Of the 721 Patients, 656 (91.0%) completed treatment.
Of the 65 (9.0%) discontinuations, 34 (4.7%) were for AEs, 15 (2.1%) were for
noncompliance with protocol, 11 (1.5%) did not wish to continue, and

5 (0.7%) were lost to follow-up.

12.1.2.1 Adverse Events (AEs)

12.1.2.1.1 Overview

Table 101 presents an overview of the AEs. The main findings are shown
below in Table 101A.

Table 101A: Filter Coadministration Pool AEs: Number (%) Of Patients

Adverse Event Statin Ezetimibe 10 mg+statin
Death 1 { 0.3%) 0
Serious AE* 8( 2.3%) 16 (4.3%)
Discontinuation 15 ( 4.3%) 19 (5.1%)
due to AE
AEs of Any Intensity 208 (59.4%) 238 (64.2%)
Any Severe or
Life-Threatening AE 16 ( 4.6%) 28 (7.5%)

*See Section 1.5 ,
/

12.1.2.1.2 Deaths And Other Serious Adverse Events (AEs)

12.1.2.1.2.1 Deaths

A 53 year old Caucasian male with a history of Heterozygous Familial
Hypercholesterolemia, coronary artery bypass grafting, anginaq, stroke,
and carotid bypass began atorvastatin 40 mg in November 2000 and
died 99 days later due to myocardial infarction. No autopsy was
performed. The investigator considered the event as unlikely to be related
o treatment. There were no other deaths.

12.1.2.1.2.2 Serious Adverse Events (SAEs)

Table 102 shows the SAEs. SAEs were reported for 8 {2.3%) patients in the
statin group and 16 {4.3%) patients in the ezetimibe 10 mg+statin group.
The SAEs in the ezetimibe 10 mg+statin group included hepatitis, liver
abcess, musculo-skeletal pain, myalgia, and others.
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SAEs that were considered to be treatment-related were reported for

1 {0.3%) patient in the statin group and 2 (0.5%) patients in the ezefimibe
10 mg+statin group. The SAEs in the ezetimibe 10 mg+statin group that
were considered to be freatment-related included hemolytic anemia and
hepatitis for 1 patient and mylagia for 1 patient.

12.1.2.1.3 Discontinuations Due To Adverse Events (AEs)

AEs that led to discontinuation from a study were reported for 15 {(4.3%)
patients in the statin group and 19 (5.1%) patients in the ezetimibe

10 mg+statin group. The AEs in the ezetimibe 10 mg+statin group that led
to discontinuation from a study included anemia, anemia hemolytic,
hepatitis, liver abcess, musculo-skeletal pain, myalgia, myopathy, and
others.

AEs that led to discontinuation from a study and were considered o be
treatment-related were reported for 11 (3.1%) patients in the statin group
and 14 (3.8) patients in the ezetimibe 10 mg+statin group. The AEs in the
ezetimibe 10 mg+statin group that led to discontinuation from a study and
were considered to be treatment-related included hemolytic anemia,
hemoglobin decreased, hepatitis, musculoskeletal pain, myalgia, and
others.

12.1.2.1.4 Treatment-Emergent Adverse Events (AEs) Of Any Intensity

AEs of any intensity were reported for 208 {59.4%) patients in the statin
group and 238 (64.2%) patients in the ezetimibe 10 mg+statin group.

The most frequent were: upper respiratory infection, myalgia, headache,
abdominal pain, musculoskeletal pain, and nausea. These AEs could
generally be expected in a middie-aged patient population. There were
22 (6.3%) patients in the statin group and 33 (9.9%) patients in the
ezetimibe 10 mg+statin group with headache. For the other AEs of any
intensity, the frequencies of patients with AEs of any intensity were similar
or higher in the statin group and the ezetimibe 10 mg+statin group.

AEs of any intensity that were considered to be freatment related were
reported for 80 (22.9%) patients in the statin group and 94 (25.3%) patients
in the ezetimibe 10 mg+statin group. The frequencies of patients with AEs
of any infensity that were considered to be treatment-related were similar
in the statin group and the ezetimibe 10 mg+statin group.

AEs that were considered to be severe or life-threatening were reported
for 16 (4.6%) patients in the statin group and 28 {7.5%) patients in the
ezetimibe 10 mg+statin group. Table 103 shows the AEs that were
considered to be severe or life threatening. The AEs in the ezetimibe
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10 mg+statin group that were considered to be severe or life-threatening
were diverse; of the 28 individual AEs, 23 were reported for 1 patient each,
4 were reported for 2 patients each, and 1 was reported for 4 patients.

12.1.2.2 Laboratory Tests

The results for blood chemistry, hematology, urinalysis, and fecal occult
blood were similar to the results in the monotherapy pool (Section 4.1.1.2),

the factorial coadministration pool (Section 4.1.2.2), and the add-on study
(Section 4.1.3.2).

12.1.2.3 Clinical Adverse Events (AEs) And Laboratory Test Values
Of Special Interest

The frequencies of patients with AEs in the statin group and the ezetimibe
10 mg+statin group were similar for Allergic Reaction/Rash AEs, Central

and Peripheral Nervous System AEs, Psychiatric AEs, and Gastrointestinal
AEs, and Gall-bladder-related AEs.

The frequencies of patients with Liver and Biliary System AEs, and elevated
hepatic enzymes, in the statin group and the ezetimibe 10 mg+statin
group, were similar to the results in the factorial coadministration pool
(Section 4.1.2.3.6). and the add-on study (Section 4.1.3.3.1), with the
excepfion of 2 patients: (1) 1 patient in the ezetimibe 10.mg+statin group
was discontinued from the study._after 42 days due to ébombs—posiﬁve
hemolytic anemia and hepatitis. ALT, AST, alkaline phosphatase, and
bilirubin were increased 1 day before discontinuation, and returned to
baseline or near baseline 40 days later; (2) 1 patient in the ezetimibe

10 mg+statin group had a liver abcess; however, there was evidence of
an amoebic liver abcess before the study began.

The frequencies of patients with elevated CPK activity and muscle-related
AEs in the statin group and the ezetimibe 10 mg+statin group were similar
to the results in the factorial coadministration pool (Section 4.1.2.3.7) and
the add-on study (Section 4.1.3.3.2).

12.1.2.4 Vital Signs And Body Weight

The results for vital signs and body weight were similar to the results in the

factorial coadministration pool (Section 4.1.2.4) and the add-on study
(Section 4.1.3.4).
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12.1.2.5 Electrocardiograms

In patients with normal baseline ECGs, the frequencies of patients with
clinically significant postbaseline changes were 2 (1.1%) in the statin group
and none in the ezetimibe 10 mg+statin group, and the frequencies of
patients with changes that were not clinically significant were 26 (14.9%) in
the statin group and 31 (18.2%) in the ezelimibe 10 mg+statin group. In
patients with abnormal baseline ECGs, the frequencies of patients with
clinically significant postbaseline changes were 4 (2.3%) in the statin group
and 4 (2.0%) in the ezetimibe 10 mg+statin group, and the frequencies of
patients with changes that were not clinically significant were 54 (30.9%) in
the statin group and 83 (41.3%) in the ezetimibe 10 mg+statin group. An
increase in ECG changes that were not clinically significant, in patients
treated with ezetimibe 10 mg and statin compared to statin, was not

seen in the factorial coadministration pool (Section 4.1.2.5).

12.1.2.6 Cardiopulmonary Examinations

Abnormal postbaseline cardiopulmonary examination results were
reported for 22 (6.3%) patient in the statin group and 39 (10.5%) patients in
the ezetimibe 10 mg+statin group. Most of this difference was in study 2,
were abnormal results were reported for 3 (8.8%) patients in the
simvastatin 40 mg group and 16 (24.4%) patients in the ezetimibe

10 mg+simvastatin 20 mg group. There was no qualitative difference
between freatment groups in the nature of the abnormal findings, most of
which were wheezing, other chdnges in breath sounds, and various heart
sounds or murmurs. An increase in abnormal cardiopulmonary
examination results, in patients treated with ezetimibe 10 mg and statin

compared to statin, was not seen in the factorial coadministration pool
(Section 4.1.2.6).

12.1.2.7 Effects of Sex, Age, and Race On Safety Resvulis

There were only minor variations from the results in the factorial
coadministration pool (see Section 7.1.2.1.2).

12.1.3 Ongoing UESs And Other Clinical Studies.

There were no new safety findings in the updated safety data from the
ongoing UESs that are discussed in Section § above, or in the limited safety
data from the 8 other clinical studies that were ongoing as of the Safety
Update cutoff date.
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12.1.4 Conclusion

The 4-month Safety Update identified no new or worsened adverse events

or laboratory safety results that appear to have been related fo treatment
with ezetimibe.

12. 2 8-Month Safety Update

The 8-month Safety Update was submitted on 21 August 2002, and the
cutoff date for inclusion of data was 15 March 2002.

12.2.1 Content

The 8-month Safety Update presented: (1) safety data from a 12-week
factorial RCT of ezetimibe 10 mg and simvastatin (10, 20, 40, and 80 mg)
that was completed after the 4-month Safety Update cutoff date;

(2) safety data from the 6-week, open-label “reversibility phase” of the
add-on study (see Section 4.1.3), which occurred after blinded study drug
had been stopped; (3) updated safety data from the UESs that are
discussed in Section 5 above. In these UESs, the median Duration of
Participation for all ezetimibe increased from 11.6 months in the 4-month
Safety Update to 18.5 months in the 8-month Safety Update, and the
median Duration of Participation for ezetimibe coadministered with a
statin increased from 8.9 months in the 4-month Safety Update to

11.6 months in the 8-month Safety Update; safety data from 3 small
crossover Clinical Pharmacology studies; limited safety data from 8 other
clinical studies that were ongoing as of the 8-month Safety Update cutoff
date, and from 1 study that was terminated due to poor enroliment.

12.2.2 Conclusion

The 8-month Safety Update identified no new or worsened adverse events

or laboratory safety results that appear to have been related to freatment
with ezetimibe.

13. CONSULTS

A study to evaluate v —
was suggested in an informal discussion with Mark Avigan,
M.D., Division of Gastrointestinal and Coagulation Drug Products.
However, the NDA review raised no gastrointestinal safety issues, and
evidence was presented that ezetimibe 10 mg does not inhibit the
absorption of fat soluble vitamins. Therefore, a study
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does not appear to be a safety issue. The potential value of
study can be discussed as an addition o an ongoing or upcoming IND.

14. CONCLUSIONS

14.1 General

The NDA Integrated Summary of Safety, the individual study reports, and
the reports on additional data requested during the review, were
well-organized and clearly presented. The methods used to evaluate
safety were generally appropriate and rigorous.

14.2 Extent Of Safety Testing

The safety data from randomized, double-blind, placebo-conirolled
clinical trials (RCTs) provided sufficient information, on a sufficient number
of patients, for detailed evaluation of the safety of <12 weeks of
treatment with ezetimibe 10 mg (the only dose proposed for marketing).
The RCTs investigated ezetimibe 10 mg as monotherapy for Primary
Hypercholesterolemia, and as coadministered or added therapy, with a
statin, for Primary Hypercholesterolemia, Homozygous Familial
Hypercholesterolemia, and Homozygous Sitosterolemia. Most of the
coadministered/added therapy was with lovastatfin, provosfo’ﬂn
simvastatin, or atorvastatin. /5

The safety data from uncontrolled extension studies provided sufficient
information, on a sufficient number of patients, for general evaluation of
longer freatment with ezetimibe 10 mg. For Primary Hypercholesterolemiaq,
the median length of follow-up was 18.5 months for any freatment with
ezetimibe 10 mg in patients from the 2 RCTs of ezetimibe monotherapy.
and 11.6 months for freatment with ezefimibe 10 mg+statin in patients
from the 2 RCTs of ezetimibe monotherapy and 3 of the 4 RCTs of
ezetimibe coadministered with a statin. For patients with Homozygous
Familial Hypercholesterolemia, the median length of follow-up was

6.1 months, for treatment with ezetimibe 10 mg+statin.

The above conclusions are in accordance with Division recommendations
(see minutes of 25 April 2002 Pre-NDA meeting).
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14.3 Adverse Events And Laboratory Results
14.3.1 Primary Hypercholesterolemia
14.3.1.1 Randomized Clinical Trials Of Ezetimibe Monotherapy

In pooled data from the randomized clinical trials of ezetimibe
monotherapy. the placebo group. the ezetimibe 10 mg group, and the
ezelimibe all doses group — mg) were similar in the overall
frequencies of patients with postbaseline serious adverse events,
discontinuations due to adverse events, adverse events of any intensity,

and adverse events that were considered severe or life-threatening by
the investigators. :

14.3.1.1.1 Important Adverse Events And Laboratory Safety Results

The important postbaseline adverse events and laboratory safety results,

that appear related to treatment with ezetimibe 10 mg, involved the liver
and skeletal muscle.

Liver. There were 11 (1.4%) patients in the placebo group and 32 {1.9%)
patients in the ezetimibe 10 mg group with Liver and Biliary System
adverse events, including 7 (0.9%) patients in the placebo group and

26 (1.5%) patients in the ezetimibe 10 mg group with >1 adverse event in
the Hepatic Pool of adverse events [hepatic enzymes increased, hepatic
function abnormal, SGOT (AST) increased, and SGPT (ALT) increased].

With regard to laboratory results, there were 4 (0.5%) patients in the
placebo group and 14 (0.8%) patients in the ezetimibe 10 mg group with
ALT (SGPT) and/or AST (SGOT) >3xULN, of whom there were 3 (0.4%)
patients in the placebo group and ¢ (0.5%) patients in the ezetimibe

10 mg group with consecutive ALT and/or AST >3xULN. No patient had
ALT and/or AST >10xULN. The findings for GGT, alkaline phosphate, and
bilirubin were similar or less different between the 4 freatment groups.

Muscle. There were no reports of rhabdomyolysis. There were 12 (1.5%)

patients 24 (1.4%) patients in the ezetimibe 10 mg group with elevated
CPK as an adverse event.

With regard to laboratory results there were 11 (1.3%) patients in the
placebo group and 42 (2.5%) patients in the ezetimibe 10 mg group with
CPK >3xULN. There were no patients in the placebo group and 4 (0.2%)
patients in the ezetimibe 10 mg group with CPK 5 to <10xULN and
associated with muscle symptoms. There were 1 (0.1%) patient in the
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placebo group and 4 (0.2%) patients in the ezetimibe 10 mg group with
CPK >10xULN. The highest CPK value was 5540 mU/mL, in a 25 year old
Caucasian male treated with ezetimibe 5 mg.

14.3.1.1.2 Other Adverse Events And Laboratory Safety Results

With regard to other postbaseline adverse events, that could possibly
have been related to treatment with ezetimibe 10 mg, there were 7 (0.9%)
patients in the placebo group and 39 (2.3%) patients in the ezetimibe

10 mg group with dllergy or allergy aggravated; most of these events
were considered seasonal or environmental, and rated mild or moderate
in severity. There were 1 (0.1%) patient in the placebo group and 14 (0.9%)
patients in the ezetimibe 10 mg group with gastroesophageal reflux or
gastroesophageal reflux aggravated adverse events, most of these
events were rated mild or moderate in severity.

With regard to other postbaseline laboratory safety results, that could
possibly to have been related to freatment with ezetimibe 10 mg, there
were 1 (0.1%) patient in the placebo group and 10 (0.6%) patients in the
ezetimibe 10 mg group with >1 platelet count below 100x10%/L; all of these
patients were asymptomatic, and in most a low platelet count was
observed on only 1 occasion. There were § (0.6%) patients in the placebo
group and 19 (1.1%) patients in the ezetimibe 10 mg group with >1 white
blood cell count below 3.0x10%/L; all of these patients were asymptomatic
and in most the difference between the lowest prerandomization count
an the lowest pos’rrondomizoﬁon'count was <0.5x107/L. There were no
patients in the placebo group and 4 (0.3%) patients in the ezetimibe

10 mg group with prothrombin times >1.5xULN; the maximum prothrombin
fimes were 17.3 seconds in the placebo group and 25.5 seconds in the
ezetimibe 10 mg group.

Overall, the most frequent postbaseline adverse events were upper
respiratory infection, headache, back pain, arthraigia, and
musculoskeletal pain. The frequencies of patients with these events were
similar in the placebo group and ezetimibe 10 mg group.

14.3.1.1.3 Effects Of Sex, Age, And Race On Adverse Events
And Laboratory Safety Results

Treatment with ezetimibe 10 mg resulted in more frequent postbaseline
CPK elevations in men compared to women, especially in Black males.
The generally small numbers of patients in specific non-Caucasian
racial/ethnic groups limited the potential for more detailed evaluation of
racial/ethnic variation.
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Sex. The frequencies of female patients with CPK >3xULN were none in the
placebo group and 5 (0.6%) patients in the ezetimibe 10 mg group.
whereas the frequencies of male patients with CPK >3xULN were 11 (3.0%)
patients in the placebo group and 37 (4.6%) patients in the ezetimibe

10 mg group. In Black males, the frequencies of CPK >3xULN were

4 (21.1%) in the placebo group and 12 (26.7%) in the ezetimibe 10 mg
group.

Race. The frequencies of Caucasian patients with CPK >3xULN were

7 (1.0%) patients in the placebo group and 26 (1.7%) patients in the
ezetimibe 10 mg group, whereas the frequencies of non-Caucasian
patients with CPK >3xULN were 4 (5.1%) patients in the placebo group and
16 (9.6%) patients in the ezetimibe 10 mg group. These differences were
largely due to the higher frequencies of CPK >3xULN in Black males.

14.3.1.2 Uncontrolied Extension Study Of Patients From
Randomized Clinical Trials Of Ezetimibe Monotherapy

The uncontrolled extension study of patients from the randomized clinical
trials of ezetimibe monotherapy identified no new or worsened
postbaseline adverse events or laboratory safety results that appear to
have been related to freatment with ezetimibe.

14.3.1.3 Randomized Clinical Trials Of Ezehmlbe Cocdmmlstered
With A Statin

In pooled data from the randomized clinical trials of ezetimibe
coadministered with a statin, the placebo group, ezetimibe 10 mg group,
statin group, and ezetimibe 10 mg+statin group were similar in the overall
frequencies of patients with postbaseline serious adverse events,
discontinuations due to adverse events, adverse events of any intensity,

and adverse events that were considered severe or life-threatening by
the investigators.

14.3.1.3.1 Important Adverse Events And Laboratory Safety Results

The important postbaseline adverse events and laboratory safety resutts,

that appear related to freatment with ezetimibe, involved the liver and
skeletal muscle.

Liver. There were 4 (1.5%) patients in the placebo group, 5 {1.9%) patients
in the ezetimibe 10 mg group, 23 (2.5%) patients in the statin group, and
53 (6.7%) patients in the ezetimibe 10 mg+statin group with Liver and Biliary
System adverse events. Within these totals, the individual adverse event
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frequencies in the ezetimibe 10 mg group compared to the placebo
group were similar to those seen in the monotherapy pool anatlysis (see
Section 14.3.1.1.1). In the ezetlimibe 10 mg+stalin group compared to the
statin group, the largest increase was in the Hepatic Pool of adverse
events [hepatic enzymes increased, SGOT (AST) increased, and SGPT
(ALT) increased]. There were 16 (1.7%) patients in the statin group and

47 (5.1%) patients in the ezetimibe 10 mg+statin group with adverse events
in the Hepatic Pool, including 1 (0.1%) patient in the statin group and

8 (0.9%) patients in the ezetimibe 10 mg+statin group with serious adverse
events, and 3 {0.3%) patients in the statin group and 10 {1.1%) patients in
the ezetimibe 10 mg+statin group with adverse events that led to
discontinuation from a study.

With regard to laboratory results, there were no patients in the placebo
group, 2 (0.8%) patients in the ezetimibe 10 mg group, 9 (1.0%) patients in
the statin group, and 19 (2.1%) patients in the ezetimibe 10 mg+statin
group with ALT (SGPT) and/or AST (SGOT) >3xULN, of whom there were no
patients in the placebo group, no patients in the ezetimibe 10 mg group.,
4 (0.4%) patients in the statin group, and 13 (1.4%) patients in the
ezetimibe 10 mg+statin group with consecutive ALT and/or AST >3xULN
No patient had ALT and/or AST >10xULN. The findings for GGT, alkaline
phosphate, and bilirubin were similar or less different between the
placebo group and ezetimibe 10 mg group.

Muscle. There were no reports of rhabdomyolysis. Theré were- 5 (1.9%)
patients in the placebo group, 4°(1.5%) patients in the ezetimibe 10 mg
group, 12 (1.3%) patients in the statin group, and 14 {1.5%) patients in the
ezefimibe 10 mg+statin group with elevated CPK as an adverse event.

With regard to laboratory results, there were 3 (1.2%) patients in the
placebo group, 6 (2.4%) patients in the ezefimibe 10 mg group. 25 (2.6%)
patients in the statin group, and 15 (1.6%) patients in the ezetimibe

10 mg+statin group with CPK >3xULN. There were no patients in the
placebo group, 2 (0.8%) patients in the ezefimibe 10 mg group. no
patients in the statin group, and 1 (0.1%) patients in the ezetimibe

10 mg+statin group with CPK 5 to <10xULN who had associated muscle
symptoms. There were no patients in the placebo group, no patients in
the ezetimibe 10 mg group, 4 (0.4%) in the statin group, and 1 (0.1%)
patient in the ezetimibe 10 mg+statin group with CPK >10xULN. The highest

CPK value was 6770 mU/mL, in a 3% year old Black woman treated with
simvastatin 20 mg.
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Note: The frequencies of CPK elevations were not higher in patients

freated with ezetimibe 10 mg+statin group compared to the same type
and dose of statin given alone.

14.3.1.3.2 Other Adverse Events And Laboratory Safety Results

With regard to other postbaseline adverse events or laboratory safety
results, that could possibly have been relafed to freatment with ezetimibe,
there were no particular results of concern

Overall, the most frequent postbaseline adverse events were upper
respiratory infection, headache, myalgia, musculoskeletal pain, and
nausea. The frequencies of patients with these events were similarin the

placebo group, ezetimibe 10 mg group, sfohn group, and ezetimibe
10 mg+statin group.

14.3.1.3.3 Effects Of Sex, Age, And Race On Adverse Events
And Laboratory Safety Results

Treatment with ezetimibe 10 mg, and statins, resulted in more frequent
CPK elevations in men compared to women, especially in Black males.
The generally small numbers of patients in specific non-Caucasian

racial/ethnic groups limited the potential for more de’fonled evaluation of
racial/ethnic variation.

/ .
Sex. The frequencies of female patients with CPK>3xULN, were none in the
placebo group, 2 (1.3%) patients in the ezetimibe 10 mg group, 4 (0.7%)
patients in the statin group, and 3 (0.6%) patients in the ezetimibe
10 mg+statin group, whereas the frequencies of male patients with
CPK>3xULN were 3 (2.7%) patients in the placebo group, 4 (3.7%) patients
in the ezetimibe 10 mg group, 21 (5.4%) patients in the statin group, and
12 (3.0%) patients in the ezetimibe 10 mg+statin group. In Black males,
the frequencies of CPK >3xULN were 1 (14.3%) in the placebo group,

2 {50.0%) in the ezetimibe 10 mg group, 5 (21.7%) in the statin group, and
3 (18.8%) in the ezetimibe 10 mg+statin group.

Race. The frequencies of Caucasian patients with CPK >3xULN were

2 {0.9%) patients in the placebo group, 4 (1.7%) patients in the ezetimibe
10 mg group, 17 (2.1%) patients in the statin group, and 10 (1.2%) in the
ezetimibe 10 mg+statin group, whereas the frequencies of non-Caucasian
patients with CPK >3xULN were 1 (3.1%)} in the placebo group. 2 (7.7%) in
the ezetimibe 10 mg group, 8 (6.6%) in the statin group, and 5 (4.5%) in the
ezetimibe 10 mg+statin group. These differences were largely due to
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higher frequencies of CPK >3xULN in Black males compared to other
non-Caucasian patients.

14.3.1.4 Uncontrolled Extension Study Of Patients From Randomized
Clinical Trials Of Ezetimibe Coadministered With A Statin

The uncontrolled extension study of patients from the randomized clinical
frials of ezetimibe monotherapy identified no new or worsened
postbaseline adverse events or laboratory safety results that appear to
have been related to freatment with ezetimibe.

14.3.1.5 Randomized Clinical Trial Of Ezetimibe Added to An
Established Statin

The adverse events and laboratory safety results that appear to have
been related to treatment with ezetimibe in the randomized clinical trial
of ezetimibe added to an established statin were similar to the adverse

events and laboratory safety results described above for ezetimibe
coadministered with a statin.

14.3.2 Homozygous Familial Hypercholesterolemia And
Homozygous Sitosterolemia.

The adverse events and laboratory safety results that appear to have
been related to treatment with ezetimibe in the randdmized clinical trials
for Homozygous Familial Hypercholesterolemia and Homozygous
Sitosterolemia, and in the uncontrolled extension study for Homozygous
Sitosterolemia, were similar to the adverse events and safety results
described above for ezetimibe coadministered with a statin.

14.4 Animal Toxicology In Relation To Clinical Safety Results

Safety issues raised by animal toxicology studies were evaluated in the
data from randomized clinical trials and uncontrolled extension studies.
There was agreement between the 2 sources of information in finding
evidence of liver and muscle toxicity for ezetimibe.

'14.5 Exposure in Clinical Studies Compared to Probable Marketplace

Exposure

It is probable that large numbers of people will be treated with ezetimibe
10 mg for long periods of time. The number of patients treated with
ezetimibe 10 mg in the clinical studies was sufficient for a thorough
evaluation of safety. The duration of treatment in completed randomized
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clinical frials was short in relation to probable marketplace durations of
treatment, but was complemented by the uncontrolled extension studies,

and randomized clinical trials with longer durations of treatment will soon
be completed.

14.6 Composition Of Clinical Trial Populations Compared To Probable
Marketplace Population

The randomized clinical trial populations appear fo have been generally
representative of the probable marketplace population, and the rates of
discontinuation from the randomized clinical frials were low.

14.7 Relationship To Other Drugs For Hypercholesterolemia

It appears likely that ezetimibe will be used extensively in coadministration
with a statin. It is possible that this could represent an improvement in the
safety of the treatment of Hypercholesterolemia, since the frequencies of
patients with CPK elevations in the clinical studies were not increased for
ezetimibe 10 mg coadministered with a statin compared to the same
stafin type and dose given alone.(see efficacy review regarding greater
effectiveness of ezetimibe 10 mg+statin compared to statin alone).

15. RECOMMENDATIONS
1. APPROVAL

2. Phase 4 Studies

A study should be requested tfo further evaluate racial/ethnic variation in
responses fo ezetimibe 10 mg, as monotherapy and in coadministration
with a statin, with emphasis on the evaluation of adverse events involving
skeletal muscle and the detection of CPK elevations.

3. Labeling

Labeling should address the important adverse events and laboratory

safety issues (see Sections 14.3.1.1.1 and 14.3.1.3.}, and will be negotiated
with Merck/Schering-Plough.
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2

Number of Subjects Assigned
Treatmant With Ezetimba®
Treatment No Win
Protocol{s) Study Trile and Design Duration  Total® § Swatin | a Statn
Primary Hypercholesterolemia
Cg6-411 and  |Pilot Daae-Ranging Study of the Safety and Efficacy of SCH 58235 Campared to Placebo and 8 weeks 89 . [+
Co6-345" Lovastatin in Patients With Primary Hyperchalesterolemia (18es | (183t
R, DB, PC,PG-EZ « 10, «==mg - QD before AM meal 10 mg) | 10 mg)
€68-010 A Phase il Double-Blind Dose-Reeponse Investigation of the Efficacy and Sefety of Four Doses ot | 12 weeks 191 191 1]
SCH 58235 Compared With Piaceba in Subjects With Primary Hypercholesterolemia {46 at (46 at
R, D8, PC,PG-EZ — 10 mg - QD before AM mesl 10 mg) | 10 mg)
C98-256 A Double-Bilind lnveatigation of the Efficacy and Safety of Moming Versus Evening Dosing of Two | 12 weeks 153 153 [}
Doses Of SCH 58235 Compared With Placebo in Subjects With Primary Hypercholesterolemia (128 3 (77 at
IR, DB, PC, PG - E2 ~10 mg - QD befors AM mesl or et badtime 10mp) | 10mg)
PO0474 A Phase 1it Double-Blind Efficacy and Safety Study of Ezetimibe (SCH 58235) 10 mp Compared 12 weeks 622 622 [}
'With Placebo in Subjects With Primary Hypescholesterolamia
R, DB, PC, UPG - EZ 10 mp — QD bafore AM meal
PODATS A Phass I Double-Blind Efficacy and Ssfety Study of Ezetimibe (SCH 58235) 10 mg Compared 12 weeks 666 666 o
With Placebo in Subjects With Primary Hypercholesterolemia
R, DB, PC, UPG - EZ 10 mg — QD before AM mest
POGGTY A Phase it Double-Blind Efficacy and Safety Study of Ezetimibe (SCH 56235) 10 mg In Addition | 12 weeks 264 2 192
to Lovastatin Compared With Placebo in Subjects With Primary Hypercholesterolemia
R, DB, PC, PG - £2 10 mg—lova 10,20, 40 mg - EZ +lova 10, 20, 40 mg - QD with P14 meal
PO0BE0 A Phage it Double-Blind Efficacy and Safety Study of Ezetmibe (SCH 58235) 10 mg in Addition | 12 weels 338 61 274
to Simvastatin Compared With Placebo in Subjects With Primary Hypercholesterolemia
R, DB, PC, PG - EZ 10 mg ~ simva 10, 20, 40, 80 mg - EZ + simva 10, 20, 40, 80 mg- QD in PM
PODE A Phasge i Doutde-Blind Efficacy and Ssfety Study of Ezetimibe (SCH 58235) 10 mg In Addition | 12 weeka 268 &4 204
to Pravastatin Compared With Placebo in Subjects With Primary Hypercholesteralemia
R, DB, PC, PG - EZ 10 mg — prava 10, 20. 40 mg- E2 + prava 10, 20, 40 mg- QD st bedtime
POOEE2 A Phase tif Double-Btind Efficacy and Safety Study of Ezetimibe (SCH 58235) 10 mg In Addition | 12 weeks 320 &5 288
to Atorvastatin Compared With Piacebo in Subjects With Primary Hypercholesterolemia
R, DB, PC, PG - EZ 10 mg - atorva 10, 20, 40, 80 mg - EZ + atorva 10, 20, 40, 80 mg - QD in AM
POZi7T3 and  |A Muliicenter, Double-Blind, Randamized, Placebo-Controlled Study to Evaluate the Lipid-Altering | 8 weeks 379 0 7
poesd Efficacy, S8alety, and Tolerablity of SCH 58235 When Added to Ongoing Therapy With an HMG-
CoA Reductase Inhibitor {Statin) in Patients With Primary Hypercholesteroiemia, Known
Coronary Hear Disease, or Muttiple Catdiovascular Risk Factors
R, 08, PC, PG - EZ 10 mg - subjects aiready taking eny approved dose of any appmved staﬁn
then add placebo or E2 to present statin/dose - QD per statin tabat -
Subtotas for Primary Hypercholesterolemis 3287 1983 1304
(2095 at | (1691 at | (130<¢ =
10mg} | 10mg) | 10me:
il Homozygous Familial Hypercholesterolemia
FO1030 A Fhase Ui Efficacy and Salety Study of Ezetmibe (SCH §8235) 10 mgin Additon to 12 weeks 33 1] 33
Atorvastatin or Simvastatin in the Therepy of Homazygous Familial Hypercholesterolemia
R, DB, PG - EZ 10 mg - lead in on storva or simva 40 mg, then randomized essipnment to add
{1) additional atorva or simva 40 mg, or {2} EZ, of (3} EZ « sddtional atorvas or simva 40 mg - Q0
withs atorva in AM of vith simve in P

----Continued On Next Page----

APPEARS THIS WAY
ON ORIGINAL



Table 1T Completed.

Number of Subjects Assigned
Treatment With Ezetimibe®
Treatment No wan
Protecol{s) Swdy Tile sad Design Duration Tota® Statin | a Statin
| Homozygous Sitosterolemia ]
PO2243 and A Multicenter, Rendomized, Dauble-Blind, Placebo-Controlfed Study 1o Evaluate the Safety and 8 veeks 30 23 7
Po2sT’ Efficacy of SCH-58235 When Added to Cumrent Reglmen in Patients With Homozygous
Sitosterolemia
R, DB, PC, UPG - E2 10 mg - subjects already receiving any standard of care, then add placebo
or EZ - 0D in AM, =2 h before or =4 h sfter bile adid binding resin
Grand Yotais for Controled, Blinded Clinical Therspy Triats of 2 to 3 Months Trestment 3350 2006 1344
(3058 at | (1714 at | (1324 &
10mg; § 10mg) { 10ma}

4

-

Randamized treatment assignment.
Regardlass of any other concomitant therapy.

Protocet CO5-411 was a no-eatment sce ap I: upon completing this protocol, subjects continued directly into Protocal C96-345 for placedo run-
in and subsequent randomized reatment.

Protocel P02173 was for centers in the UBA, and Protocod PO2246 was for centars outside the USA — the study desipn and procedures weee the same in
both protocols. After he 8-week fraatment phase, thare was a 6-week recovery phaee during which subjects continued to taka their statin without
ezetimibe. The protocols wers amended to alow 8 1-year blinded, long-term extension efter the G-week recovery phase. The report induded in this
subméssicn includes results for the 8-meek treatment phase cnly, 85 the remainder of the study was onpoing at the time of dlinical cut-off.

Protocol PO2243 was for centars In the USA, and Protocol PO2257 vias for centers outsida the USA — the study design and procedures were the same in
both protecois.

A = morning; atorva = storvastatin; DB = double biind; E2 = ezesnibe; lova  lovaststin PC s placebo controlied; PG = parsllel groups; PM = evening, prava =

pravastasn; Q0 = once daily; R = randomized; simva = simvastatin, UPG = unbalanced parallel groups.

APPEARS THIS WAY
ON ORIGINAL




Table 2 The 4 Ongoing Uncontrolled Extension Studies Related To
The 12 Completed Randomized Clinical Trials

Number of Subjects Treated:
AM (News Since Basa Study)®

Treatment  Total EZINo | EZ With
Protocol{s) Study Title and Design Duraton® €z Statin® | = Ststin
I Primary Hypercholesterolemia

PO0ATE 1 ong-Term, Open-Labdel, Safety and Tolerabilty Study of Ezetimibe (SCH 58235) In Subjects with | 2 years 1313 783 530
Primary Hypercholesterolemia (336) § (+208% | (530)
OL - EZ 10 mg - subjects to continue directly into POO476 from base protacols PFOO4TA o 402
PDO4TS - all tbjects 1o recelve EZ monotherapy at start, then could have lova or simva 10 mg MOnoRx
|added, and eubsequently up-titrated, based an LOL-C responaa - monotharapy QD in AM; in base,
coadministation QD per statin iabal but coad

in
PO0476;
Table 13)
POt4LS L ong-Term, Open-Label, Safety and Tolerability Study of Ezetimibe {SCH 58235) In Addition to 1 yasr k3| 1] kv4 ]
Pravaststin in Patierts With Primary Hypercholesterntemia (153) -35% (188)
OL - EZ 10 mg - subjects to continue directly into P01416 from base study PODG91 - all subjects to monoRx
receive £2 plue prava 10 mg &t start, with possible up-titrstion of prava based on LD{-C response in base,
- QD in PM but coad
in
P01416;
Table 14)

P2t 34 Long-Term, Open-Label, Safety and Tolersbility Study of Ezetimiba (SCH 58235} in Addition to 1 year 359 i} 358
Simvastatin in Subjects With Primary Hypercholesterdlemia Who Have Previously Complated the {181} {42 (223)
12-Week Double-Bind Study (Protocol Nos. PO0G79 or PO0SSC} monoRy
OL - E2 10 mg - subjects who complated POCE73 or POOESD and left these studias were later in base,
offered the opportundy to retum and participate in PG2134; long-term experienca begina with but coad
treatment in P02124 - sl subject 1o receive EZ pius simva 10 mg st etart, with poesible up-ttrstion in
of simva basad on LOL-C respanse - QD in PM PO2134;

Table 15)
Subtotala for Primary Hypercholesterctemia 1933 763 1210
670) | (e208% | (s4ny
-479°
moneRx
i base,
. but coad
. 8 ‘ in exten-
- . siony

[ Homozygous Familial Hypercholesterolemia

PO1417 t ong-Term, Open-Label, Sefety snd Tolerabity Study of Ezetimibe (SCH 58235} n Adddon 10 2years 45 [s] 45
Atorvastatin or Simvastatin in the Therapy of Homozygous Familial Hypercholesterclemia {12y {12
OL - £2 10 mg - subjects to continue directly inta PO1417 from base study PO1030 - all subjects 1o
receive £2 plus atorva o simwa (per assignment in P01630) 40 mg at start, with posaible up-
titration of Btorva of simva basad on LDL-C tespanse - 0D with atorva in AM or with simwa in PIA

Grand Totals for Ongaing Uncontralied, Cpen-Labet, Long-Term Extension Trials 2038 783 1255 -
: 6821 | e208% | (953)

-475°

monoRx

n base,

but coad

in exten-
sion)

a “New since bese study” indicates subjects who were not ascigned to recetve ezetimibe oc azetimibefstatin cosdminisiraton during the controfied, bnded
base study in which subjects initally participaled, but recerved ezemube of ezetimibesstatin coadministrat:on in the extension, snd “(AIT indicates sl
subjects in the 1 data base regardess of whether they pr y recesved ezetimibe or ezetimbesstatin coadministration in the previous base

study. Note that for POOLTS, PO1416, “and P01417, thesa numbars reﬁect ONLY the extension dats base, and not the entre data base for reporting tong-

term expernence from PO0ET4IP0047 S/P00476, PO06S1/PD1416, and PO1030/PN1417, respectively {see the explanation prior to  Table 1),

Protocol-spedfied duration of this protocol; the study is ongaing

Subject was receiving ezetimibe monotherapy as of Juty 15, 2001 (subject had received na statin during the hase study of the axtension).

Subjects received placebo in PO0474 or POD47S and ezetimibe 10 mg without coadministered statin in PCO476.

Subjects counted as E2 monoiherapy in bese protacol, but received coadministration in extension protocot. negative number is for overall accounting.

AN = morning; atorva = atorvastatin; bage = base protocol(s); EZ & ezetimibe; LOL-C & kowrdensity-ipoprotein cholesterol; lova = fovastam; monoRx =
monotheragy; PM = evening; prave = pravastatin; OL s opea label; QD = once delty. simva = simvsatatin,

opog




Table 3 The 8 Ongoing Randomized Clinical Trials And

Protoooi(s)”

The 1 Related Uncontrolled Extension Study
Study Title and Design

P00693

A Phase il Double-Blind Efficacy and Safaty Study of SCH 58235 (10 mg) in Addition to
Atorvastetin in Subjects with Coronary Heart Disessa or Multiple Cardovesculer Risk F sctors
and with Primary Hyparcholesterolemia Not Contralled by a Starting Doee (10 mg} of
Atorveststin

R, DB, AC, PG; atorva 10-mg lead-in, then randamized aasigninent of E2. 10 mg plua
additional storva 10 mg versus addiional storva 10 mg alone; LDL-C-response-basad up-
tirration of storva dose at 4- to 5wk intervala to maximum of 80 mg - QD in AM for 14 weeks

P00700

A Phase il Double-Blind.Efficecy and Ssfaty Study of Ezetimibe (SCH 58235} 10 mg In
Addiion to Simwastatin in Subjects with Coronary Heart Disease or Multiple Cardiovascular
Rigk Factora and With Primary Hypercholectarolemia Not Cantrofied by a Starting Dose of
Simvastatin {20 mg)

R, DB, AC, PG; simva 20-mg lead-in, then randomized assignment of E2 10 myg plus
additional simva 20 mg versua additiona! simva 20 mg afone; LDL-C-response-besad up-
titration of simva dose at 4- to S-wk intervals to maximum of 80 mg - QD in AM for 14 weeks

(Base
Phase)
{Extension
Phase)

Basa: A Multicenter, Double-Blind, Randomized, Placebe-Contralled, *Factorial® Design,
12-Week Study ta Evaluate the Efficacy of SCH 58235 10 mg/day Coadministered With
Mulbpte Doses of Simvastatin in Patients With Primary Hypercholesterolemia

Extension: A Multicenter, Doutle-Blind, Randomized, Placebo-Controlled, *Factorial* Design,
48-Week Extension Study to Evaluate the Safety of SCH 58235 10 mg/dsy Coadministered
With Multiple Doses of Simvastatin in Patients With Primary Hypercholesterolemia

R, D8, PC, PG; base phase — effect of EZ 10 mg coadministerad with simvs 10, 20, 40, and
80 mg da"y - QD in PM for 12 weaks;

extension phase — lang term safetyftolerabilityfefficacy of EZ 10 mg coadministered vith

gimva 10, 20, 40, and 80 mg in subjects wha completed traatment in tha basa phasa - CDn
PM for 48 weeks

FO1418

Long-Term, Open-Label, Safely snd Toleradbdity Study of SCH 58235 in Addition to
Atorvastatin in Subjects With Coronary Heart Disease or Muttiple Risk Factars and with
Primary Hypercholesterolemia Not Controlied by a Sterting Dose (10 mg) of Atarvastatn

OL; lonp term safetyftolerability of EZ 10 mg coadministered with atorva 10 mgin subjecs

who completed treatment under Protacol PO069I; LDL-C-response-based up-titration ¢f
atorva dose to maximum of 80 mg - QD in AM for 12 manths

FO2154

Long-Term Safety and Yolerability Study of Ezetimibe (SCH 58235) or Piacebo in Acdizon to
Atorvaestatin i Subjects with Primary Hypercholesterolemia

R, 08, PC, PQ; long term safetyftolerability of EZ 10 mg coadministered vith storva ve atona
slone in subjacts who completed reatment under Pratocel P00582; LDL-C-response-based
up-iration of aterva dose from 10 mg to maximum of 80 mg - QD in AX for 12 months

PO2156

Long-Term, Safety and Tolerability Study of SCH 58238 or Placeboin Addmon to Simvaszatin
n Subjects With Primary Hypercholesterolemia

R, DB, PC, PG; assass long term safetyholesability of EZ coadministered \sﬂh simwa vs simva
alone in sub;ecta who completed treatment under Protocol POOSEO; LOL-Cresponse-basea
up-tiration of simva dose from 10 mg to maximum of 80 mg - QD in PM for 12 months

PO2173 and
P02246
(Extension
Phase)

A Multicenter, Double-Blind, Randamized, Plscebo-Centrofed Study te Evaluate the Lipc-
ARtering Efficacy, Safety, and Tolerabity of SCH 58235 When Addzd to Ongoing Theraoy
With an HMG-CoA Reductase inhibitor {Statin) in Pstients With Primary

Hyperchalestaralemia, Knovm Ceronary Heart Diseasa, or Multiple Cardiovascular Risk
Factors

R, DB, PC, PG; axtension to bsee treatment phasa vheraln subjects run in on any approvad
dose of any approved statin, then add placebo or £Z 10 myg - switch subjects 1o equipctent
dose of simva, then add placebo or EZ 10 mg; EDL-C-reaponse-based up-titration of simva
dose - QD in PM for 48 weeks

A Pllot Sudy to Examine the Efficacy and Safaty of Ezetimiba

[

| A Pilot Study ta Examine the Effects of Ezetimibe

[ |

& Atist of the reported serious adverse events is included.

AC = active controlled; AM = moming, atorva = atorvastatin, DB = double bling; £2 = ezetimibe; OL = open
label; PC = placeto controlled, PG = persitet groups; PM = evening; QD = cnce Galy; R = randomrized,
gimys = simvastatin, XO = croseover



Table 4 Primary Hypercholesterolemia
Ezetimibe Monotherapy
Completed Randomized Clinical Trials
Number Of Patients By Study

Number of Patients

Ezetimibe Monotherapy”
Stucy” Placebs’ 10mg  AliDoses’

C06-411/345 17 18 89
€98-010 52 46 11
£98-258 36 77 153
74 205 622 62
POD4TS 28 666 666
PODS79 64 72 72

PODSE0 70 61 61
PO0591 65 €4 64
PODGE2 0 65 65
POOL 795 1691 1993

a.  Randemzed treatment assignment.
b  Ezeumibe — 10, T mgwere
studied curing Phasa |i.

c: Seée Table 1 for study designs

APPEARS THIS WAY
ON ORIGINAL



Table 5 Primary Hypercholesterolemia
Ezetimibe Monotherapy
Completed Randomized Clinical Trials
Number Of Patients, Rates Of Completion,
And Reasons For Discontinuation

Number And (Percent) Of Patients

Ezetimibe
Disposition of Subjects Placebo 10 mg All Doses
Received Randomized
Treatment Assignmant 795 1691 1883
Completed Treatment 728016 1549 (91.6) 1830 (82.3)
Ciscontinued Treatment 67 (8.4} 142 (8.4) 153{7.7)
adverse event 30(3.8) 68 {(4.0) 71 (3.6
lost to followeup 5({0.6} 15 (0.9 15 {0.8)
did not wish to continug 24 (3.0) 43{2.5) 48 {2.4)
noncompliance with ) '
. protocal 6(1.0} 13(0.8) 14 (0.7}
did not meet protacol
eligibifity 0 ] 1(0.4)
administrative [\ 3{0.2) 4{0.2)

APPEARS THIS WAY
ON ORIGINAL

~N



Table 6 Primary Hypercholesterolemia
Ezetimibe Coadministered With A Statin
Completed Factorial Randomized Clinical Trials
Number Of Patients By Study

Number Of Patients
. €Z»
Study® - Statin Placebo EZ  |A¥Statna All Statins

PO0SY? - atorvastatin 6a 65 248 258
POOGED - simvastatin 70 61 263 274
POO6GY1T - pravastatn 65 64 205 204
POOGTS - lovastatin 64 72 220 192
POCL 259 262 86 92%

a: See Table 1 for design details

£2Z = ezetimibe 10 mg; Al Ststins = poo! of all doses of etatin; £Z «
Al Stating = pool of alt doses of ststin coadministered with
ezetimibe 10 mp

APPEARS THIS WAY
ON ORIGINAL



Table 7 Primary Hypercholesterolemia

Ezetimibe Coadministered With A Statin
Completed Factorial Randomized Clinical Trials
Number Of Patients, Rates Of Completion,

And Reasons For Discontinuation

Number And (Percent) Of Patients

Ezetimibe EZ+ .
Disposition of Subjects Placebo 10 mg All Statins. All Statine
Received Randomized
Treatment Assigrunent 259 262 936 925

Completed Trestment 227(876)  239(91.2)  858(81.8)  832(80.0)

Discontinued Treatment 32(12.4) 23(8.8) 77¢{8.2) 93 {10.1)
adverse event 16 (6.2} 13(5.0) 40({4.3) 53(5.7)
Lost to follow-up 2(0.8) 1(0.4) 9(1.0} 3¢0.3)
did not wish to continue 2(3.5) 312y 20(2.1) 25¢2.7)
noncompliance with

protocol 5(1.9) 6{2.3) § (0.9} 12(1.3)

EZ = pzetimibe 10 mg. All Statine = all doses of all etatins;.

APPEARS THIS WAY
ON ORIGINAL
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Table 8 Primary Hypercholesterolemia/Patients With Documented
CHD Or Diabetes Mellitus, Or Cardiovascular Risk Factors
Ezetimibe Coadministered With A Statin
Completed Randomized Clinical Trial
Number Of Patients, Rates Of Completion,
And Reasons For Discontinuation

Number And (Percent) Of Patients

Statin + Statn
Exsposition of Subjects i Placebo Ezetimibe 10 mg

Recaved Randomizad Treatment

Assignment 390 {100} 379 (100}
Completed Treatment 369 (95) 360 (95)
Discontinued Treatment 21 {5) 19 (5)
adverse event 14 {4) 13(3)
freatment fallure 0 )]

fost to follow-up 241) 2(1)
subject did not wish 1o continue 4(1) 3(1)
noncomplianca with pratocat 1 (<1) ]
sdministrative ] 1{<1)

ON ORIGINAL



Table 9 Homozygous Familial Hypercholesterolemia

Ezefimibe Coadministered With A Statin

Completed Randomized Clinical Trial

Number Of Patients, Rates Of Completion,
And Reasons For Discontinuation

Number Of Patients
Atorvestatin Simvaststin
EZ e« EZ+ EZ» EZ +
Disposition of Subjects  Statin 80 mg  Stetin 40 mg  Statin 80 mg | Statin 80 mg  Statin 40 mg  Statin 80 mg

Received Randomized

Treatment Aseignment 12 12 12 5 4 5
Completed Treatrnent 12 11 12 5 4 4
Discontinued Treatment:

Advarse Event L] 1 0 [ ] 1

ON ORIGINAL

11



Table 10 Homozygous Sitosterolemia
Ezetimibe Coadministered With Established Therapy
Completed Randomized Clinicat Trial
Number Of Patients, Rates Of Completion,
And Reasons For Discontinuation

Number And (Percent) Of Patients

Disposition of Subjacts Placebo Ezetimiba 10 mg
Received Randomized Treatment Aseipnment 7 (100} 30{100)
Completed Trestment 7(160) 30 {100)
Diacontinued Traatment 0 0
APPEARS THIS WAY

ON-ORIGINAL

12



Table 11 Primary Hypercholesterolemia
Monotherapy Pool
Completed Randomized Clinical Trials
Number Of Patients By Duration Of Participation

Ezetimibe Ezetimibe
Piacebo i0mg - All Doses
=765y {n=1601)" (n=1983)°
i Days in Randomizad Treatment Phase ]
a 7% 1675 1967
Median 84 8¢ g4
Mesn 81.2 814 B0.6
sD 152 - 15.9 16
Minirmum —~— - -
Maxmum — —— -

Frequancy by Interval: Number (36} of Subjects with the Indcated
Number of Days Participation In the Rendorized Trestment Phaese

0 day 1 0.1} 302 3 {02)
1-7 days 6 (0.8) 15 {0.9) 15 {0.8)
821 days 14 1.8} 32 (1.4} 37 (1.9
2242 days 13 {16} 33 20 37 {1.9)
4370 days 8 (4.8) 50 ¢3.0 120 {6.1)
71-68 days 707 (BBG} 1521 {80.0) 1732 (87.%:
>88 days 1 {14} 21 (12} 23 {(12)
Wissing 5 08} 16 (1.0} 16 {0.8)

a:  Number includes slf subjects who received randomized

treatment assignment, regardess of actual subsequent
trestment.

APPEARS TH)s w
ON ORIGINA[ a

13
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Table 12 Primary Hypercholesterolemia
Factorial Coadministration Pool
Completed Randomized Clinical Trials
Number Of Patients By Duration Of Participation

EZ +
Placebo €Z All Statine  All Siatns

(ns280)"  (ns262y (=036  (n=25)

Days in Randomized Treatment Phase

n 256 261 928 g2
Median 84 84 B4 &4
Mean 80.4 80.8 81.5 60.5
sb 173 175 159 171
Minimum - - - -—
Maximum - — - -

Fraquency by Inteeval: Number (%) of Subjects with the indcated
Number of Days Participation in the Randomized Treatment Phase

0 day 1 {0.4) 104 202 303
17 days 1{04) 45 T8 505
821 days TR B423) 16 (1.9) 21 {23}
2242 days 7EN  4Q5) 23RS 31 (34)
4370 days o (35  5(19) 1748 2728
T1-98days 227 (B7.6) 236 {30.1) €43 {30.1) 821 (88.3)
>08 days 4018 509 18(1.9) 14 {15
Missing 30 1 {0.4) 8108, 303

8. Number includes all subjects wha received randomized

reaiment assignment, regardess of actual subsequent
treatment..

Treatments: E2 = ezetimibe 10 mg; Al Statins = all doaes of all
stating. . - /

APPEARS THIS WAY
ON ORIGINAL
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Table 13 Primary Hypercholesterolemia/Patients With Documented
CHD, Diabetes Mellitus, CVD Risk Factors
Ezetimibe Added To An Established Statin
Completed Randomized Clinical Trial v
Number Of Patients By Duration Of Participation

Statin » Statin +
Placebo Ezetimibe 10 mg
(n=330)° (n=379)"
| Dsys in Randomization Phase® {
Medan 56 %6
Mean (3D} 55.3(8.0) 55.5(8.7)
Minimum-Maximum —

—

Fraguency by Interval: Nurmber (%} of Subjects with the
indicated Number of Davs Participation in the Randomzed

Treatment Phase
1-7 days 1(0.3) 3¢0.8)
8-21 days 8(2.1} 5(1.3)
22 - 42 days 7(1.8) 6(1.6)
43 - 70 days 371495.1) 59 {94.7)
> 70 days 3(0.8) 6(1.6)

a:  Number includes sll subjects who received rendomized
restment assignment, repardless of actual subsequent
treatment

SD = standard devistion.

APPEARS THIS WAY
ON ORIGINAL

15
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in

stered With A Stati

ini

be Coadmi

imi

APPEARS THIS WAY
ON ORIGINAL

BY rmrmam. csma s m ey

EZ + EZ+ EZ+ EZ+ EZ+
Stain 80mg  Sutn A/80mg] Atr80 mg Ator 40 mg Ator 80'mg~ = Sim 80mg Sém 40 mp Sim 80 mg
n=17) {n=33) {n=12) {n=12} {n=12) {n=35) {n=4) n=3
Days in Rancomzed Treatment Phase ]
Mackan 84 84 . 84 86 85 83 at 84
fMean 84 83.4 82.1 88.7 875 . 88.6 77 69
80 93 155 9.7 83 82 68 99 Mg
Mnimum
‘ I
Frequency by interval: Number (%) of Subjects with the Indcated Nunter of Oays Pacicipaton in the Rendomized Trestment Phase _]
8-2% Days 0 13 0 0 0 0 0 1 {20)
2242 Days 0 0 ] [ 0 [4] 4] ] [+}
43-70 Daya 1 (6) 26) 1 (8) 148} 0 [+] ¥ (25) 0
71101 Days 18 (94} 30 (91 11 {92) 11492} 12 {100} 5100 375 4 {80y

Number Of Patients By Duration Of Participation

Completed Randomized Clinical Trial

Table 14 Homozygous Familial Hypercholesterolemia
Ezet

Ak = aoevastain, BEZ = ezaimite 10 mg; 8D = standard daviston, Sim = simvastatn:

\{
PEARS THIS WA
W ON ORIGINAL
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Table 15 Homozygous Sitosterolemia
Ezetimibe Coadministered With Established Therapy
Completed Randomized Clinical Trial
Number Of Patients By Duration Of Participation

Placabo Ezetimibe 10 mg
(n=7} (n=30)
| Days in Randomized Treatment Phase |
Median 53 56
Mean (SD) 52367 56.9(4.3)
Min-Max -

e

Fraquency by Interval: Number (%) of Subjects with the Indicated Number of Days
Participation in the Randamized Traatment Phase

35 - 49 days 2(288) 40133
50 - 62 days 5(T1.4) 23(76.7)
>62 days ) 3(10.0)

Min-Max » minimum to maximum values; SDastandard deviation.

APPEARS THIS WAY
ON ORIGINAL
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Table 17 Primary Hypercholesterolemia

in

tered With A Stat
[ Trial + Uncontrolled Extension Study Data

inis

be Coadmi

imi

.

Ezet

mica

.

Randomized Ci

tion

ion Of Participa

ts By Durat

Number Of Patien

APPEARS THIS WAY
ON ORIGINAL

Primary Hypercholesierclemia
Humber 4) of Subjecss Particpsin g for indcsted Totsr Duration Summary of
Monha” - Duraron in Monta®
Treatment Missing < 3t §to<9 9to<i2  12to<i8 218 Mean Meadtan

All Long-Term Condvgniatuuon ) .

Exp erience (n=1281) 3<t) 418433 A11132)  292(37)  137(11) 100 (8) 0 55 58
Ezetmibe and Simeastsin {n=697) 2 {<1) 254 438y 235(34) . 99(14) 548y 5348) 0 52 55
Ezesmibe and Pravas tatin (n=392) 1 {<%) 147 (38)  150{38) 75019 19 (5% ] +] 42 32
Ezefmibe and Lovastatin (n=192) 0 17 49 26 {14) 38(20) 64 {33) 47 {25) 0 3.9 98

a 1 months 30daye.

b Total gurston of parkcipaton in coadminisyation trestment, beginning with rando

mized aesignment of reatment vath ezedmibe 10 mg and pravastatn in

PO0691, or beginning of freatmaent with ezeimibe 10 mg and a stain in any of long-term protecels POOTE (lovastatn or simvastating, PO1416 (pravastadng,
or PO2134 (aimvaatain), to the end of he available coadministraton Yesimentrecord {ag, laat recorded dose, dacontinugion, cutof date for data

coltection).

APPEARS THIS WAY
ON ORIGINAL
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tered With A Statin
| Trial + Unconfrolied Extens

inis

be Coadmi

imi

Study Data

on

inica

Number {%) of Sub jpcts Exposed for Indicated Duraion - Summary of
Monhs® Ouraton in Months®
Treatment” WMissing <3 3to<B Slo <9 Sto<i2  1210<18 218 Wean Medan
All Long-Term Coadminisration

Experience (mtzatf 123 ] 455 (38)  432{34) 185 (15) 143 (11} 52(4} (¢} 324 597
Ezetmibe and Simvastain (n=697) 2 (<f} 279(40)  249(35} 79¢11) £8 {8) 3248 0 503 5.03
EZ and Sknvastatn 10 mg (n=656} 1 {<t) 288 {44) 21933 88 {10y 55(8Y 27 {4) 0 4,85 423
E2 and Simvastsin 20 mg (nag8) 0 84T 20(31) 2(9) ) 0 ¢ w 2.80
EZ and Slmvastadn 40 mg (ne$) 0 4 (80} 1{20) 0 6 [+] ] 147 1.20
EZ avd Sinvastatn 80 mg{n=1) 0 1{100) 0 0 0 0 0 143 $.43
Exetmibe and Pravastatin (na30Q) 1 {<1) 188 (43} 148 {36) 64 {16) 11{3) [+] 0 407 313
EZ and Pravastatin 10 mg (n=338) 0 174 (51} 128(37} 38BN 24 Q <] 341 297
EZ and Praveettin 20 mg {n=08) 1 () 82(84) 5 (15) 0 0 [+ 0 245 2.80
EZ and Pravaststin 40 mg (na74) /] 50 (68) 24 {32y 4] 0 0 0 274 280
Ezeumnibe and Lovagtatin (nx192) 1] 18 (9) 35 (18 43 22) 76 {40} 20410y 0 B.AY 2.00
EZ and Lovastatin 10 mg {n=192) 0 40(21) 4473} 38{20) 57(30) 137} o 7.00 7R
€2 and Lovastatin 20 mg (n=48) 0 17437 18 (35} 51ty 7{15): 1 [} 473 337
EZ and Lovastatin 40 mg (n=11) 4] 5 45) 149) 5(45) [+ [} 0 472 4.90
EZ and Lovastatin 80 my {n=1) 4] 1 {100} 0 0 [+] [+} [} 003 0.03

a 1 month=30days.

b:  Notke hat tresmments by deae are not mutusally exclugve; 8 subject aopears \n 88 Many trestments a3 aclualy received andlcr the duration that thet

Number Of Patients By Extent Of Exposure

Randomized Cfi

Table 18 Primary Hypercholesterolemia
Ezet

(reatment vaas received. Therefore, overall axtent of exposure (or the s1Min as a vhcle cannot be he sum of the INAVIOUN doses.

¢ Extant of exposure 1o coadministraion yeatment, baginning with randomized assmmmtofhra«mnm wit ezetimbe 10 my and pravastain in POCGOT, or
begioning of reatment with ezetimbe 10 mgend a9btinin any of feng-lerm pr iy POOMTS or gm iny, FO1418 {pr avastatng, o PO2134
{skmvastaing, to the end of fie available tosdministraten veatment record (e, last recorged oose. dscontinuaien, cut-off date ke dats cotecton)

€2 = gzstimibe 10 mp.

APPEARS THIS WAY
ON ORIGINAL
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Table 19 Homozygous Familial Hypercholesterolemia

Ezetimibe Coadministered With A Statin

Study Data

Randomized Clinical Trial + Unconfrolled Extension
Number Of Patients By Duration Of Participation

APPEARS THIS WAY
ON ORIGINAL

Namber (%) of Sublects Paricipaing kv indcaded Total Durason Summary of
‘ Monthe? Ouration in Monhs"
Traatment Missng <3 310<6 Bto <9 Pto<12 12to<18 218 Mean Me dian
All Long-Term Conbduininaﬁon !
Expedence (vad5) 0 19(24) 9(20) 22 {49 3N ] 0 56 6t
Exetimibe snd Alevastatn {(nx33) 0 Ti28) 4{12) 19 {58) 39 0 ] 6.1 88
Exetimibe and Simvastatio h=12) 0 433} 5(42) 3{25) 0 0 0 41 40

&
b

1 month = 30 days. L
Totat durston of parfcipaton in coadminie¥ation treatment, beginning with randomized assignment of treatment with ezetmibe 10 mg and atorvastatin or
smvastain in POI00, o beginning of treatment with. ézefmibe 10 g and atorvastatio or Ssmvatatinin protocol POTAT7, o the end of e avalabie
coadninistraion treatment record (ag, last record ed dose, daconfnuation, cut-off date for data caltection).

APPEARS THIS WAY
ON ORIGINAL
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Study Data

ion

APPEARS THiS w
AY
ON ORIGINAL

tered With A Statin
[ Trial + Uncontrolled Extens

inis
Number Of Patients By Extent Of Exposure

be Coadmi

imi

.

Table 20 Homozygous Familial Hypercholesterolemia
Ezet

mnica

Randomized Ci

Mumbar (%) 0f Subjpcts Exposed for Indcated Duraion Summary of
Meahs® Exposure in Monts”
Treatment Missing <3 306 Gto<9 .Qto<i2 121018 218 Vean  Medan
Alt Long-Term Coadminigyation

Bperience (was)’ 0 12027 2N WD 2 0 0 50 56
Ezetmibe and Axvastain (33 0 & (24) 13 {39) 10{30) 216} 0 4] 55 57
EZ and Aorvastain 40 mg (p=33) "0 21(84) 10 30 143) AR e) 0 o 28 22
£Z and Arvastetn 60 mg (ne2) ) 2{100) 0 0 o 0 0 1.4 14
EZ and Asrvastain 80 mg (ne29) 0 18(62) 44285 34110) 1} 0 0 32 28
Ezesmibe and Simvactain (nwt2)’ 0 (3% B{&7) 0 0 0 37 39
EZ and Shrvastasn 40 mg(n=11) [ 9 (82 2(18) o ] 0 23 21
EZ and Simvagtain 80 my (=8} [ 6(75) 2{25) 4] »0 0 24 24

& 1 months 30days.

b Nole hat reatments by dose ave not mutually exclusive; a Subject sopears In a8 many reatments as aclually receivid and foe the duration that that
treatment was received. Therefore, overall extent of exposure for the statin a5 8 whole cannot be he wim of the indvidual doses.

¢ Extent of exposure 10 coadministraion restment, begnning wits tandomzed assgnment of Yeatment wih ezefinide 10 mg and storvastatn o¢ smvastatin

In PO1030, or beginning of keatment with ezetimibe 10 mg and akorvastain or sivastaln in protocol POT417, o e end of the available coadminisvaion

treaiment record (eg, last recorded dose, dheconinuation, cut-off date for data collection), sublracting cut identifalie reatmaent gups and missed doses.

EZ w ezetimibe 10 mg.

APPEARS THIS WAY
ON ORIGINAL
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Table 21 Primary Hypercholesterolemia
Randomized Controlled Trials
Monotherapy Pool
Baseline Demographic Characteristics

Ezetimde Eretinde
Placebo 10mg All Doses
Charscledatics {n705 {ne1601) {nw1983)
Agely)
Mean 7.4 578 ST
SO 117 1.6 1.3
Median 58 59 59
1an 18 18 18
Max &8 86 86
Age (no. subjacts, %)
<65y 548 (689) 1158 {68.5) 1372 (892
£S5y 247 (31.1) 533 (315) 611 (308)
Age (no. subjacis, %}
<5y 751 (945} 1593 (942) 1881 (M.9)
275y 44 (5.5) 98 {58) 102 (5.9
Sex {na. subjects, %)
Female 425 (535) BBO (52.0) 1614 (51.1)
Male 370 (465) B {48.0) 569 (48.9)
Race (no. subjects, %)
Caucasian 715 (62.9) 1523 (¥0.1) 1780 (YO 3)
Black 41 5.2 89 (5.3) 104 (5.2)
Amvetican indian 2 (0.3 302 4 (0.2
Astan 15 (1.9) 20 1 21 (3.1
Hiapanic 22 (2B 5 39 61 (3.1}
Pacific Isanday 0 2 ©.1) 2 1
Body Welght (ky) {n795) {n*1620) (n=1582)
Wean a2 822 B1.8
80 IR % 4 16.8 165
Medisn & 80.9 BO.9
1An 432 445 BB
Max 146.3 1743 1743
Body #asa Index (kyhn’) {e774) {(n=1657) {n=12885)
1Aaan 28.7 287 287
sD 48 51 5
Median 2718 279 28
Ma 19 17 17
Max 495 75.4 75.4
Sanaker {no. subjects, %)
No 703 (83.4) 1453 (86.3) 1708 (86.1)
Yes 92 (116 232 (137 275 (13.9)
Wastout Info” {no. subjects, %)
No 567 (7T1.3) 1181 {€8.8) 1406 (70.9)
Yes 28 (287) 510 {30.2) 577 (22.1)
Statine 183 (230) 384 (20 4a¢ (1.9
Fibdde Acid Dacdvalive § (0.8} 4 0.2 4 (0.2
Bile Acid Sequesirant 4 (0.5) 6 {0.4) 5 (0.3
Nicotinke Acid 11 (1.4 207 35 (1.8)
Otner 35 (4.5) 126 (75} 133 (7.0)

a:  Priar therapy diecontinued before investigational treatment.
S0 » stendard deviation.



Table 22 Primary Hypercholesterolemia
Randomized Controlled Trials

Monotherapy Pool

Baseline Cardiovascular Risk Factors/Family History/Known CHD
Or Cardiovascular Medical History/Physical Findings

Number And (Percent) Of Patients

E2alimibe Ezetimibe
Piacebo 10mg Al Doses
Risk F aclors/Hetory!Finding {w795) {ow1691) (n»1983}
CV Riek FactorHistory or CV Medical
HistarpPhysical Firdings 456 (57.4%) 953 (56.4%) 1062 (53.6%)
CV Risk Factotstiistory” 421 (530%) 871 (515%) 667 {48.8%)

CV Medical Hstory/Physical Finding 164 (206%)

I/OEOTH) 301 {(19.7%)

a:  Any subject with "Yes” foc any of the following: hypertension, disbetes mellitus, stroke,

trarsient racheniia attack, paripharal vaacullar discase, myocardial infaretion, congastive

heart fadure, angine, cororary angicplasty, hislory of arhythmiss, CARG, farmily history of
CAD If premadure, othar significant CV History, known CHD. Does not include

pasimernpausal condlion for women

CABG » coranary artary bypasa grating, CAD = coranary sitery dieesae; CHO » coronary heart

disease; CV = cardavasculal,

APPEARS THIS WAY
ON ORIGINAL
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Table 23 Primary Hypercholesterolemia
Randomized Controlled Trials
Monotherapy Pool

Baseline Cardiovascular Risk Factors/Family History/Known CHD

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Placebo 10myg All Doses
Risk FactorsHistory/Known CHD (785} (e1681) (ne1983)
Hypertension
Yes 242 (H04) 527 (31.2) 584 {30.0)
No 553 (69.6} 1164 {68.8) 1338 (70.0)
Diabetes Meilitus
Yes 2 (36} 83 (4.9} 85 {4.3)
No 765 (9G.4) 1608 (95.1) 1898 (95.7)
Stroke
Yes 10 (1.3} 21 {(1.2) 2 1.1)
No 785 (987) 1670 (9BB) 1561 {389
Transient fschemic Attack .
Yes 13 (1.6} 15 (0.9) 17 09
No : 782 (984} 1675 (99.1) 1965 (89.1)
Mssing o] 1 {01) 1 {0.1}
Petipherat Vascuar Cisease
Yes 1 (14 H (20 LT )]
No 7B4 (986) 1657 (98.0) 1946 (58.1)
Myocatdial latarction :
Yes 21 (2.6) 55 (3.3} 64 (3.3)
No T4 (974} 1634 (96.6) 17 {56.7)
Unknoawn o} t (0. 1 {00
Misaing o 1 (0N 1O
Congestive Haart Faiftire
Yes 2 @3 15 (0.9) 15 (0.8
No 83 (99 1676 (99.1) 1568 {99.2}
Angina -
Yes 37 & - B AN "85 14.3)
No : 757 (U5 1611 (95.3) 1898 {95.7)
Unknoarn . 1 (0.1} [} 0
Coronary Angioplasty
Yes 11 (1.4) » 21 38 (20
No 784 (986} 1655 (97.9) 1943 (98.0)
Unknawn [ 0 101
Histary of Arhythenias '
Yes 43 (6.2 86 (5.1) 88 (4.4}
No T2 (1 1584 (93.7) 1803 (50.9
Unknown o 3 (2 302
Missing 17 Yy 18 (1.4) 88 (495)
Coronaty Antery Bypasa Grat (CABG)
Yes 11 (1.4} 4 (29 “ 22
No 784 (986} 1649 (97.5) 1538 (97.7)
Unknown o Tt (o) 100
Geher Significant Cardiovascular Hislory
Yes 130 (164) 225 (13.3) 248 {126}
No 664 (B3.5} 1463 (86.5) 1730 (872
Unknown 1 O5n 3 (0.2 402
Past Menopausal®
Yes 314 (139) 63t (M) 631 (522
No 64 (15.1} 178 (20.2) {8 {17.6)
Missing 47 (1.9} 71 (B.1) 205 (20.2
Famlily History of Coromary Arlery
Disesse
Yes 275 (M6} s61 (33.2) 625 (31.5
No 508 (63.9) 1115 (65.9) 1339 (67.5)
Unknoan 12 (1.5) 15 (0.9 19 10

----Continued On Next Page----



Table 23 Completed.

{Other) Known (Indicator of) Coronary
Heact Disense®

Number And (Percent) Of Patients

Yes 15 (1.9) 4B (28) 48 (2.4
No 675 (B4.9) 1498 (86.6) 1498 {75.5)
Unknown o 4 (0.2 4 {02
Missing 108 (132 141 (83) 433 (21.8)
Known Cotonary Hearl Disease’
Known CHO 3% (45 106 {6.3) 116 (5.8)
No CHD
NCEP ATP Il Risk Facter:
R 17 2.1} 44 (26) i 22
0 168 (21.1) 358 (1.3 400 {20.2)
1 345 (435) 669 (39.6) 841 (42.9)
2 180 (226) 402 (23.8) 46T (23.6)
»2 48 (6.0 112 (6.6) 115 (5.8)
a2 Femsie subjecls only.

b Represents data captured n & check box in the case repart form o identify indicators of
coronary heart disease other than those already specified.
¢ Desived variable: comprises aryy one of combinston of myocardial infarction, coronary

anglopiasty, CABG. and "Known caronary hear disease” from the Cardiovascular Risk
FactorarHistony modie of the case report fom.

NCEP ATP 1l » National Cholestercl Education Program Adutt Treatment Panet 1L
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